Exhibit 3 



Revised in January 2005 (second version of new form) 
Standard Commodity Classification No. of Japan: 873136 

Interview Form 

Prepared with reference to IF Preparation Guidelines of Japanese Society of Hospital 
Pharmacists (September 1998) 



Vitamin B12 preparation 
Japanese Pharmacopoeia Cyanocobalamin Injection 
Vitamin B12 Injection « Nichi-Iko » 1 mg 



Dosage form 


Aqueous injection 


Specifications/content 


Contains 1 mg of cyanocobalamin per ampule 
(1 mL) 


Nonproprietary name 


Japanese name: ^yT / '-^ \ 
English name: Cyanocobalamin 


Dates of marketing/import approval, 
listing in the NHI reimbursement 
price, and initial marketing in Japan 


Date of approval: May 14, 1985 

Date of listing in the NHI reimbursement 

price: May 14, 1985 

Date of initial marketing in Japan: 
November , 2004 


Name of company responsible for 
development, manufacture, import, 
release, license, and distribution 


Manufactured and Distributed by: Nichi-Iko 
Pharmaceutical Co., Ltd. 


Contact person, telephone and fax 
numbers 





This interview form was revised based on the package insert prepared in November 
2004 (the first version of the new form). 
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IV. Drug product 
1. Dosage form 

(l) Dosage form classification and description 
Contains 1 mg (1000 )ig) of cyanocobalamin per ampule (l mL). 



(2) pH, osmotic pressure ratio, viscosity, specific gravity, and stable pH range of 
solution and at dissolution 



Color 


pH 


Osmotic pressure ratio 


Light red to red and clear 


4.0 to 5.5 


About 0.7 (ratio to 
physiological saline) 



(3) Special gas in injection container, if any, and its type 
Nitrogen substitution 



2. Composition 

(1) Content of active ingredient (active component) 
Contains 1 mg (lOOO |j.g) of cyanocobalamin per ampule (l mL). 

(2) Inactive ingredients 

Contains inactive ingredients including a tonicity agent and pH adjusting agent 

(3) Composition and dosage of supplied solvent 
Not applicable 

3. Preparation method of injection 
Not applicable 

4. Stability under different conditions 

(1) Accelerated testing in final package presentation 

The drug product in the final package presentation showed no marked change 
in appearance, pH, or assay or other tests when it was stored for 6 months at 40°C 
under a light-shielded condition. Based on the results, it was estimated that the drug 
product would be stable for 3 years at room temperature under a light-shielded 
condition. 

(2) Photostability testing in ampule (light shielded ampule) 



The drug product in the ampule was allowed to stand at room temperature 
under diffuse light (16 to 23°C, 1000 lux) to investigate the photostability. 
<Observation items: appearance, pH, and residual rate> 







0.3 million 


0.7 million 


1 million 


1.2 million 




0 Lux'hr 














Lux-hr 


Lux'hr 


Lux-hr 


Lux-hr 
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Appearance 


Light red 
and clear 


Light red 
and clear 


Light red 
and clear 


Light red 
and clear 


Light red 
and clear 


pH 


4.57 


4.76 


4.86 


4.84 


4.68 


Residual rate 


100% 


101.4% 


101.3% 


101.4% 


101.7% 



5. Stability after dissolution 
Stability after dissolution in solvent 

Change over time of 1 ampule of drug product dissolved in 100 mL of different solvents 
(at room temperature under indoor diffuse light) 





Item 


Immediately 

after 
dissolution 


3hr 


8hr 


24 hr 


Water for 
injection, 100 
mL 


Appearance 


Light red and 
clear 


Light red and 


Light red and 


Light red and 


pH 


5.69 


5.66 


5.69 


5.86 


Residual rate 


100% 


100.4% 


100.0% 


98.6% 


5% glucose, 
100 mL 


Appearance 


Light red and 


Light red and 


Light red and 
clear 


Light red and 
clear 


pH 


5.71 


5.97 


5.95 


5.99 


Residual rate 


100% 


96,9% 


94.9% 


94.7% 


Physiological 
saline, 100 mL 


Appearance 


Light red and 
clear 


Light red and 
clear 


Light red and 
clear 


Light red and 
clear 


pH 


5.49 


5.48 


5.53 


5.46 


Residual rate 


100% 


94.4% 


93.0% 


92.8% 



*: The red color was slightly deepened at 3 hours. Subsequently, no change occurred until 24 hours. 



6. Change by combination with other drug products (physicochemical change) 
pH variation scale 



pH in product specifications^ 4.0 to 5.5 



Sample 


0.1 mol/L 
HCl (A) mL 


Final 


Shift 


Finding of 


Residual 


Residual rate 
in reaching 
final pH 


Residual rate at 
24 hours after 


pH 


0.1 mol/L 
NaOH (B) mL 


pH 




change 


rate at start 


reaching final 
pH 



4 



4.42 


(A) 10.0 


1.09 


3.33 




100% 


100.0% 


97.3% 


(B) 10.0 


12.80 


8.38 




100% 


98.8% 


85.3% 



pH 1 2 3 4 5 6 7 8 9 10 11 12 13 14 





O.lmol/LHCl 


O.lmol/LHCl 






Consumption: lO.O mL 


Consumption: iQ.Q mL 





L09 "1.42 12.80 



7. Possible foreign substances 
No applicable data are available. 

8. Biological tests 
Not applicable 

9. Identification for active ingredient in drug product 

Refer to the Identification of "Cyanocobalamin Injection" in Japanese Pharmacopoeia. 

10. Assay for active ingredient in drug product 

Refer to the Assay of "Cyanocobalamin Injection" in Japanese Pharmacopoeia. 

11. Container material 
Colorless, clear glass ampule 

12. Others 
Not applicable 
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2005^1 {mm^%2.m 



B^mmrn^v^'T^mm^ : s 7 3 1 3 e 



B^mmmm^(D \ vtimMm. d 998^9^) [zmuLx'^fS. 



e^5>Bi2a fBiU Img 

Cyanocobalamin 









It (imL) 'PZyy / :^^<y^yimg^^^ 


- is « 


fp ^ : -yry $ 

# :S : Cyanocobalamin 
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^ ^ H ^ tf S ^ 
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mm. • mm ■ mm 
^ € 









*i Fii 2004^1 i^#i?e(ir=»3e^i)£)(D^#:ft:»a) 
IB « (z » ^ ^ IT L o 



2. I F<b(i 

I Ffi rg^iBE^p"of^#:5:*#wM^M^L, or 0« 

3. I F04ixC-#m-^^T 

Ji^p$t::^fg$tLfcffEmp"pd^f5Mi:^=e'9, IS|g^p"p^cov^Ttt riFfSic^^Jj 

4. I F(DflJffl(cfcfcoT 

I F^:£cDi^.^.^g|^x., MR--(D^^^ t-^-, gsii4(Dx-i5^5r^)P^r I Fort^ 

^^H^*, I F(7?flJffit4^^i6T*5<i^^^^5fo5o 

%M^±mmi, Drug Safety Update (g^p^p^^^^tf 

\'^m(Dmtf£^tz.mMxm(D\'^^iimm^^nmm\.x\^^. ti^, sm/b-^^^* 



S 2^ 



[I] nwizmt^mn i 

[n] ^mizmt^mu 2 

[M] mi0im'^izmt^mn 3 

[IV] mmizmt^m^ 4 

[V] >^mizmt^m^ e 

[VI] m^mmizmt^mn 7 

[vn] ^MSicM-T'SiiS 8 

[M] '^±mmm±(DmMm)izmt^m^ 10 

[K] tmmumzmt^m^ 12 

[X] a^^RL^±(DaEll(c||■r^Ilg 13 

[XI] X m 14 

[xn] ##M*4 14 

[XM] # % 14 



I. mwimt^ms 
^. m m (0 m m 

m, Rickes (1948) RXl Smith (1948) OTIlif[tlttii|^Xfi ^ '^(DMm*^hm^(D'^^B^mm L, 

Otto itz(Dh(Df)mm^£ 1 mnh^zti:m^Mcvfc, 

mMZ-mi^miodd h, Hodgkin Smith(1955)(Cj;o-C^^$ttTV>5;5S, Mit^&di'k 



2. ms,(D^mM^m^ 
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1 . mm^ 
(1 ) 

if'^^^/Bi^a rggxj img 

(2) %^ 

Cyanocobalamin 

(3) «^CDS3fe 

2. -jilS« 
(1 ) 

i/Ty='/-^7 5> (JAN) 
(2) %^ 



Cyanocobalamin (JAN) 



3. 




4. ^^xC&t/^^^M 

C63H88C0N14O14P : 1355.37 

Co a -[a -(Sje-Dimethylbenz-l^-imidazol-l-yOl-Co j3 -cyanocobamide 

7. CAS^ilS-^ 

6 8-19-9 
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nr. ^mm^izmt^ms 

1. ^M^<Dm%m^ 

2. M1b^6*lttK 

( 1 ) ^m-^^ 

(2) mm^ 

(3) URStt 

(4) iHjl (^^M) , /^iS, 

(5) 

(6) mmm 

(7) ^(7)ffiO)±3jj:^ttfll 

;^fpcDzKMtt^tt3ia p H4. 5-5. 0 -e*t>^^-trfc6;i\ gS^ttXflT/v;^; V m^^mm 
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1 . mw^ 

( 1 ) mmommxs^^ 

1^ (imL) cf:^>T/=i/s-y ^:/lmg (1000 m g) ^^^1-5 o 





pH 






4. 0~5. 5 





(3) iimm<Dmm^(Df^mtj:%i;^<o^mMmm 

mmmm 

( 1 ) ^i^f&^ (;Stti?e^) ro^a 

1 W (ImL) ^ i/T y ^ 7 5 ^ Img (1000 /z g) ^^^-T^o 

(2) ^JPtl 

(3) ^#j§<^7g!ro«&t;ffla 

3. ;^lt#J(DiiS?i 

(1) mm^mmm-v<DMmm.^ 

*ll'S^M^c^5v^-c4or, Mf*^^#Ti?6fi^i^#-r2.i^#, pH, ^mu 

(2) ry:f^^CM^Tyy°/^)-V(D^^m^nm 

r y^;^(D^^'M&%r {m-23V. iooolux) t^Mb^cHt(D)t^^t4SrlM^LfCo 

<mmmn -.^m, ph, a#^> 





0 Lux'hr 


30 Lux-hr 


70 7j Lux-hr 


100 7j Lux-hr 


120^5^ Lux-hr 














pH 


4. 57 


4. 76 


4. 86 


4. 84 


4. 68 




100% 


101. 4% 


101. 3% 


101. 4% 


101. 7% 



5. mm'^o^m^ 



MM 1 ^^^mmi^ lOOmL -e»LMLfcBt(D»-^^b<^?a • ^^m)feT> 





IIS 


mm 


3hr 


8hr 


24hr 


aE*tll7X lOOmL 












pH 


5. 69 


5. 66 


5.69 


5. 86 




100% 


100. 4% 


100. 0% 


98. 6% 


5%:7~ Kf^ll lOOmL 












pH 


5. 71 


5. 97 


5.95 


5. 99 




100% 


96. 9% 


94. 9% 


94. 7% 


^^a^^m lOOmL 












pH 


5. 49 


5.48 


5. 53 


5.46 




100% 


94. 4% 


93. 0% 


92. 8% 



* : 3hr mt*fe^5/> L«< /^S^S, 24hr *-C'X'ft:/=e L 
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6. mitom^mt (mmit^mmt) 

Op H^ISX^-jU 

m&iM^pH : 4.0-5.5 



urn 

PH 


0. Imol/L 
HCl(A)mL 




mm 






aiipH 


ftHpH 
24 B#Rgm 


0. Imol/L 
NaOH(B)mL 


4. 42 


(A) 10. 0 


1. 09 


3. 33 




100% 


100. 0% 


97. 3% 


(B) 10. 0 


12.80 


8. 38 


fix. 


100% 


98.8% 


85. 3% 



pH 1 2 3 4 5 6 7 8 9 10 11 12 13 14 





«-0. 1 mol/L HCI 


0. 1 mol/L NaOH ^ 






JNiaiO.OmL 


>^«aiO.OmL 





1.09 4.42 12.80 



7. ;lA-r'l)Rltm(D&§5l5$i!|^ 

9. M^rofi-^i^e^j-ossiiiiCitJi 

10. M>^(D^yM^(D^M;£ 

11. ^sa)«^ 

12. ^-ofte 
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( 1 ) B,,x^m(D^mRm^m 

(3) u7}fmM'\miiL 

(4) jxmmm^ikm 

(5) m'\mMz.w^wmmm 

(6) miu^±mim (xy/v-^^io 

1) ^«Mmi^'l4«iL 

2) s^i^m^^rifii 

3) |TPt^}c#5« 

5) wmm 

6) 

^yT / ^ytLX, ii^jjfeA 1 0 lOOO/z g(lmL) ^-e^^T, m^P^Xitl^M^i&H'r 

3. mmmn 

( 1 ) 

(2) ^^^ilKH : 

(3) j3E^e*iTO : mmKj^^mum 

(4) MMMIt 

1) mw&itw-'immKfZ^m^ 

2) tb^KH 
3) 

4) s# ■ ^ssuiait 

(5) immmm 

2) ^mm'^tLxmm'^MoiHm^itmmLtzmom^ 
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2. mmnm 

(1) imui^L ■ wmm^'' 

f)\ ?^ n =-;V CoA ^> bf"^ CoA ^(D$sJ^S^Sf^f*1^-r 5 ^ i t j; o TitM 

(2) m^^mmf^u^mm 
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( 1 ) im±^Wd:M^m 

(2) mMsk^iMmmmnm'^ 

(3) Mfflm-e(Dlf[l*;fg2) 

^>r y n/^^ 5 ^ 1000m g i^M^^ 5 i^iiSfi 5 B#rHl-t* 

(4) ^mm^^^mt^M^mm 

(1) iRilxM^iS 

(2) /<'f;j-T^-r^lf' Jx-f 

(3) 

(4) ^U7^>X 

(5) ^^PM 

(6) strnmBm-^m 

3. 

^ 5 ^ B 1 2 t-fiM ^=C^^W ^t^h(Ot^^htiX\^^^. 

4. ^^^T 

( 1 ) ifllJ^-iSiilP^aiitt 

(2) MM'^O^trtt 

(3) ?Lj+*-N(7)^^Trtt 

(4) mm^omm 

(5) ^(Difeoaa-so^frtt 



5. j'tUt^' 

mBm^^^ ^yB,2i^hyy^=^y<y^yi t'^^Lxskmx±t Lx-wmi^Mifrnm 

( 1 ) immtLS-mmmm 

(2) im\zm^tmmiGypA5om)(o^=i'm 

(3) ^mmm^mco^mRWom'^ 

(4) mm(D)m(D^mMitm 

(5) sttftmoiijsiiW/^^^-^f 

6. mm 

( 1 ) ^^/itspia 

(2) 

v^T/ $ ^ 1000m g Sr^^l^S-^-rS i 72 BtPB^iiArtf^ai^iO 60%Ot:'^ 5 

(3) mmik 

( 1 ) mmm^ 

(2) M^fif 

(3) ElSMj«3S 
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1 . m^p^^t^com^ 

3. ■ ^mzmmt^^m±o)mmt^(om^ 

4. mm- mm\zmmt^mm±a)^Mt^(om^ 

6. m.wtd:&:^mi^Mt^(Dm^s.xsm^ijm 

7. mK^m 

(1 ) mmmmt^om^ 

(2) im^mt^om^ 

8. jljf^ffl 

( 1 ) SlJf^ffl0M 



2) ■^-(DlteCDilJ^ffl 



(2) mmmmmmm.m^-SLXs^m^^m.m'^-m. 
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(4) mmTly)\^=^-\ 



1) : :^m(D!^^j^KMLmmm(Dmm(Dh^B^ 

10. mm. mmm^<o^^ 

11. /Ml*^CDS# 

12. ^j^nisiigmiz&is-r^s 
13. 

(1) Mm^^-m 

to 

2) #«fT» Wft 5. J; 5 a^-f 5 ^ o 

15. ^(Dm<o^m 
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1. -mmm 

2. ^tt 

( 1 ) mm^^m^um'' 

-r^7.\C'yr ; ^^^J^l^-^ 1600mg/kg ^ -cMKrt fe 5 V ^ J-S-^ b/c i t . 

(2) 

(3) ^im^^'mm. 

(4) -tOtifeCOi^SSfe^tt 
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2. 

4. ^mm^ 
fix. 

5. -as 

sow, 2 0 

6. w^-j^^i^-mnm 

7. m^m±^n 

0:198 5^5^ 1 4 P 
* E # : (60 AM) 631 

9. M»W«^^H 

1 9 8 5^5^ 14 0 

10. mm-mw^iMi'm, mm^w^i\m(r)^nBRxs^<nm 

12. mmwm 

13. ftisis-^cDRrs 

14. Jl±*M»M«eE^p°p=J-K 

3136402A3017 

15. 'fsigiis&#±(7)am 



XI. 
1 . ^ifflXit 

1) »+HBfejE 0*mii^ «JI|»/£ (2001) 

2) 0 7^^^;^ IS^b"bW(JPDI)2001 (2001) 



xm. 
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